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- Generatelg olleetiQni 



Search Results - Record(s) 1 through 16 of 16 returned. 



□ 1. Document ID: US 5783412 A 

L33: Entry 1 of 16 File: USPT 

US-PAT-NO: 5783412 

DOCUMENT-IDENTIFIER: US 5783412 A 

** See image for Certificate of Correction ' ** 

TITLE: Method of detection of carcinogenic human papillomavirus 
DATE-ISSUED: July 21, 1998 



Jul 21, 1998 



I NVENTOR- 1 N FORMAT I ON : 
NAME 

Morris; Brian James 
Nightingale; Brian 



CITY 
Redf ern 
Burwood 



STATE ZIP CODE 



COUNTRY 

AU 

AU 



US-CL-CURRENT: 435/5; 435/6, 435 / 91.2 , 536 / 24.32 , 536 / 24.33 




□ 2. Document ID: US 5668149 A 

L33: Entry 2 of 16 File: USPT 

US-PAT-NO: 5668149 

DOCUMENT-IDENTIFIER: US 5668149 A 

TITLE: Inhibition of human immunodeficiency virus-1 infectivity in human cells 
DATE-ISSUED: September 16, 1997 



Sep 16, 1997 



I NVENTOR- I N FORMAT I ON : 
NAME 

Oroszlan; Stephen 
Tsai; Wen-Po 
Nara; Peter L. 
Kung; Hsiang-Fu 



CITY 

Potomac 

Walkersville 

Frederick 

Middletown 



STATE 

MD 

MD 

MD 

MD 



ZIP CODE 



COUNTRY 



US-CL-CURRENT: 514/313 
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□ 3. Document ID: US 5280033 A 

L33: Entry 3 of 16 



File: USPT 



Jan 18, 1994 



US-PAT-NO: 5280033 

DOCUMENT-IDENTIFIER: US 5280033 A 

** See image for Certificate of Correction ! ** 

TITLE: Substituted 1- (alkoxy-iminoalkyl ) imidazole derivatives and their use in treating 
disease related to an enhancement of thromboxane-A. sub. 2 syntheis 

DATE-ISSUED: January 18, 1994 



INVENTOR- IN FORMAT ION : 
NAME 

Cozzi; Paolo 
Menichincher i ; Maria 
Rossi; Arsenia 
Ferti; Corrado 
Sal vat i; Patricia 



CITY 

Milan 

Milan 

Dalmine 

Barlassina 

Arese 



STATE 



ZIP CODE 



COUNTRY 

IT 

IT 

IT 

IT 

IT 



US-CL-CURRENT: 514/341; 514/397, 514/399, 514/63, 546/14, 546 / 275.1 , 548/110, 548 / 315.1 , 
548/ 336.1 



□ 4. Document ID: US 5225538 A 

L33: Entry 4 of 16 File: USPT 

US-PAT-NO: 5225538 

DOCUMENT-IDENTIFIER: US 5225538 A 

TITLE: Lymphocyte homing receptor/immunoglobulin fusion proteins 
DATE-ISSUED: July 6, 1993 



Jul 6, 1993 



INVENTOR- INFORMATION: 
NAME 

Capon; Daniel J. 
Lasky; Laurence A. 



CITY 

San Mateo 
Sausalito 



STATE 

CA 

CA 



ZIP CODE 



COUNTRY 



US-CL-CURRENT: 530/387.3; 424/ 134.1 , 435 / 69.7 , 530 / 388.73 



□ 5. Document ID: US 5223409 A 

L33: Entry 5 of 16 



File: USPT 



Jun 29, 1993 
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US-PAT-NO: 5223409 

DOCUMENT-IDENTIFIER: US 5223409 A 

TITLE: Directed evolution of novel binding 1 proteins 
DATE-ISSUED: June 29, 1993 t 



INVENTOR- INFORMATION: 
NAME 

Ladner; Robert C. 
Guterman; Sonia K. 
Roberts; Bruce L. 
Markland; William 
Ley; Arthur C. 
Kent; Rachel B. 



CITY 
Ijamsville 
Belmont 
Milford 
Milf ord 
Newton 
Boxborough 



STATE 

MD 

MA 

MA 

MA 

MA 

MA 



ZIP CODE 



COUNTRY 



US-CL-CURRENT: 435 / 69.7 ; 435 / 252.3 , 435 / 320.1 , 435/472, 435/5, 435 / 69.1 , 530 / 387.3 , 530 / 387.5 



□ 6. Document ID: US 5216131 A 

L33: Entry 6 of 16 
US-PAT-NO: 5216131 

DOCUMENT- IDENTIFIER: US 5216131 A 1 
** See image for Certificate of Correction ** 

TITLE: Lymphocyte homing receptors 



DATE-ISSUED: June 1, 1993 

INVENTOR-INFORMATION : 
NAME 

Lasky; Laurence A. 
Rosen; Steven D. 
Stachel; Scott E. 
Singer; Mark S. 
Yednock; Ted A. 



CITY 

Sausalito 
San Francisco 
Berkeley 
Berkeley 
Fairfax 



File: USPT 



STATE 

CA 

CA 

CA 

CA 

CA 



Jun 1, 1993 



ZIP CODE 



COUNTRY 



US-CL-CURRENT: 530/350; 530/300, 530/324 




□ 7. Document ID: US 5211657 A 

L33: Entry 7 of 16 File: USPT May 18, 1993 

i 

US-PAT-NO: 5211657 

DOCUMENT-IDENTIFIER: US 5211657 A 
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TITLE: Laminin a chain deduced amino acid sequence, expression vectors and active synthetic 
peptides 

DATE-ISSUED: May 18, 1993 



INVENTOR-INFORMATION : 
NAME 

Yamada; Yoshihiko 
Sasaki; Makoto 
Kleinman; Hynda K. 
Martin; George R. 



CITY 

Silver Spring 
Beppu 
Bethesda 
Bethesda 



STATE 
MD 

MD 
MD 



ZIP CODE 



COUNTRY 



JP 



US-CL-CURRENT:- 623/1.48; 514/13, 514/14, 514/15, 530/326, 530/327 



Classification 



1 smumcm ~\mW^M®m j 



□ 8. Document ID: US 5175255 A 

L33: Entry 8 of 16 File: USPT 

US-PAT-NO: 5175255 

DOCUMENT-IDENTIFIER: US 5175255 A 

TITLE: Methods for purification of platelet-derived growth factor 
DATE-ISSUED: December 29, 1992 



Dec 29, 1992 



INVENTOR-INFORMATION: 
NAME 

Thomason; Arlen R. 
Nicolson; Margery A. 



CITY 

Thousand Oaks 
Pacific Palisades 



STATE 

CA 

CA 



ZIP CODE 



COUNTRY 



US-CL-CURRENT: 530/380; 435 / 320,1 , 435 / 69.1 , 435 / 69.7 , 514/12, 51478, 530/350, 530 / 387.3 , 
530 / 387.7 , 530 / 387.9 , 530 / 388.24 , 530 / 388.25 , 530 / 389.2 , 530/399, 530/412, 530/413, 530/417, 
530/427 , 530/829 



Oct 27, 1992 



□ 9. Document ID: US 5158536 A 

L33: Entry 9 of 16 File: USPT 

US-PAT-NO: 5158536 

DOCUMENT-IDENTIFIER: US 5158536 A 

TITLE: Lung cancer hyperthermia via ultrasound and/or convection with perf iuorochemical liquids 

DATE-ISSUED: October 27, 1992 

INVENTOR-INFORMATION: 
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NAME CITY 
Sekins; K. Michael Bellevue 
Shaffer; Thomas H. Lansdowne 
Wolfson; Maria R. Wyndmoor 

US-CL-CURRENT: 604/20; 128/898 



STATE 
WA 
PA 
PA 



ZIP CODE 



COUNTRY 



Date Reference 



Draw Desc I Image 



□ 10. Document ID: US 5151361 A 

L33: Entry 10 of 16 File: USPT 

US-PAT-NO: 5151361 

DOCUMENT-IDENTIFIER: US 5151361 A 

TITLE: Host cells expressing gibbon ape leukemia virus receptor 
DATE-ISSUED: September 29, 1992 



Sep 29, 1992 



INVENTOR- INFORMATION : 
NAME 

O'Hara; Bryan M. 



CITY 

Pearl River 



STATE 
NY 



ZIP CODE 



COUNTRY 



US-CL-CURRENT: 435/354; 435/ 254.2 , 435 / 69.1 , 530/350 



Classification I Date I Reference i[Sem»Oes |lM&eHmentS j Claims! KMC \0i3W, Desc 



□ 11. Document ID: US 5 1 1 8673 A 

L33: Entry 11 of 16 
US-PAT-NO: 5118673 

DOCUMENT-IDENTIFIER: US 5118673 A 

** See image for Certificate of Correction ** 



File: USPT 



Jun 2, 1992 



TITLE: Uses of aloe products 



DATE-ISSUED: June 2, 1992 

INVENTOR-INFORMATION: 
NAME 

Carpenter; Robert H . 
McDaniel; Harley R. 
McAnalley; Bill H. 

US-CL-CURRENT: 514/54_; 514/935 



CITY 

Bastrop 

Dallas 

Grand Prairie 



STATE 
TX 
TX 
TX 



ZIP CODE 



COUNTRY 



Classification I Date Reference | Sequences -Aii8£#ment£ \ Claims 



Drauu Desc 
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□ 12. Document ID: US 5 1 16964 A 

L33: Entry 12 of 16 
US-PAT-NO: 5116964 

DOCUMENT-IDENTIFIER: US 5116964 A 
TITLE: Hybrid immunoglobulins 
DATE-ISSUED: May 26, 1992 



INVENTOR-INFORMATION: 
NAME 

Capon; Daniel J. 
Lasky; Laurence A. 



CITY 

San Mateo 
Sausalito 



File:. USPT 



May 26, 1992 



STATE 

CA 

CA 



ZIP CODE 



COUNTRY 



US-CL-CURRENT: 536 / 23.5 ; 424 / 134.1 , 435 / 252.3 , 435 / 320.1 , 435 / 69.7 , 530/350, 530 / 387.3 , 
536/ 23.51 , 536 / 23.53 



May 19, 1992 



□ 13. Document ID: US 5115096 A 

L33: Entry 13 of 16 File: USPT 

US-PAT-NO: 5115096 

DOCUMENT-IDENTIFIER: US 5115096 A 

** See image for Certificate of Correction ** 

TITLE: Amphiregulin: a bifunctional growth modulating glycoprotein 
DATE-ISSUED: May 19, 1992 



INVENTOR-INFORMATION : 
NAME 

Shoyab; Mohammed 
McDonald; Vicki L. 
Bradley; James G. 
Plowman; Gregory D. 

US-CL-CURRENT: 530/322; 530/324 



CITY 

Seattle 

Kent 

Woodinville 
Seattle 



STATE 

WA 

WA 

WA 

WA 



ZIP CODE 



COUNTRY 



aOtWWfe I Claims 



□ 14. Document ID: US 5098833 A 

L33: Entry 14 of 16 

US-PAT-NO: 5098833 



File: USPT 



Mar 24, 1992 
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DOCUMENT-IDENTIFIER: US 5098833 A 

TITLE: DNA sequence encoding a functional domain of a lymphocyte homing receptor 
DATE-ISSUED: March 24, 1992 



INVENTOR- INFORMATION : 






NAME 


CITY 


STATE 


Lasky; Laurence A. 


Sausalito 


CA 


Rosen; Steven D. 


San Francisco 


CA 


Stachel; Scott E. 


Berkeley 


CA 


Singer; Mark S. 


Berkeley 


CA 


Yednock; Ted A. 


Fairfax 


CA 



ZIP CODE 



COUNTRY 



US-CL-CURRENT: 435/69.1; 435/ 252.3 , 435/320.1, 435/361, 530/350, 536 / 23.51 



□ 15. Document ID: US 5047400 A 

L33: Entry 15 of 16 



File: USPT 



Sep 10, 1991 



US-PAT-NO: 5047400 

DOCUMENT-IDENTIFIER: US- 5047400 A 

** See image for Certificate of Correction ** 

TITLE: Tripeptide compounds having a nitrogenous polycyclic structure 
DATE-ISSUED: September 10, 1991 



INVENTOR-INFORMATION : 
NAME 

Vincent; Michel 
Remond; Georges 
Portevin; Bernard 
Cudennec; Claude 



CITY 

Bagneux 

Versailles 

Elancourt 

La Celle St-Gloud 



STATE 



ZIP CODE 



COUNTRY 

FR 

FR 

FR 

FR 



US-CL-CURRENT: 514/18; 546/112, 546/146, 546/147, 546/164, 546/165, 546/169, 546/175, 548/472, 
548/515 



□ 16. Document ID: US 4920115 A 

L33: Entry 16 of 16 



File: USPT 



Apr 24, 1990 



US-PAT-NO: 4920115 

DOCUMENT-IDENTIFIER: US 4920115 A 



TITLE: Method of lowering LDL cholesterol in blood 
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DATE-ISSUED: April 24, 1990 

INVENTOR-INFORMATION : 
NAME 

Nestler; John E. 
Barlascini; Cornelius 0. 
Clore; John N. 
Blackard; William G. 

US-CL-CURRENT: 514/178; 514/824 
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GITY 

i 

Fjtichmond 
Golumbus 
Richmond 
Richmond 



STATE 

VA 

GA 

VA 

VA 



ZIP CODE 



COUNTRY 



Term 


Documents 


@AY 


28885937 


(32 AND (@AY < 

"1992") ) . PGPB,USPT,USOC,EPAB, JPAB, DWPI. 


16 


(L32 AND @AY<1992 ) . PGPB, USPT, USOC, EPAB, JPAB, DWPI . 


16 
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Search flistory Transcript ^9 

WEST Search History / 1 ^ 

DATE: Friday, July 27, 2007 

Hide? Set Name Query Hit Count 

DB=PGPB, USPT; PL UR^YES; OP = AD J 

□ L44 L43 and @ay<1992 1 

□ L43 L42andL36 124 

□ L42 . ras and cancer 23149 

□ L41 L40and@ay<1992 0 

□ L40 L38 and cancer 41 

□ L39 L38 and cancer 41 

□ L38 notch antibody 46 

□ L37 L36 and antibody 330 

□ L36 notch protein 337 

□ L35 5786158.pn. 1 

□ L34 6083904.pn. 1 
DB=PGPB,USPT,USOC,EPAB,JPAB,DWPI; PLUR=YES; OP=ADJ 

□ L33 L32 and @ay<1992 16 

□ L32 L31andl25 1602 

□ L31 129 and 122 2119 

□ L30 L29sameL22 0 

□ L29 ras and 121 39374 

□ L28 ras and notch 33925 

□ L27 L26and@ay<1992 17 

□ L26 124 and L25 1084 

□ L25 cancer or malignancy or tumor$ 331476 

□ L24 . 121 sameL22 1817 

□ L23 L22 same (5576191 [uref]) 0 

□ L22 antagonist or antibody or antisense or inhibitor 6585 1 5 

□ L2 1 notch or tan- 1 or (notch homolog near2 translocation associated) or hN 664 1 28 
DB=PGPB, USPT; PLUR=YES; OP=ADJ 

□ L20 L19and@ay<1992 0 

□ L19 L14andL15andL16andL17andL18 76 

□ L18 L14 and lung 178 

□ L17 L14 and colon 146 

□ L16 L14 and breast 157 
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□ ■ 


L15 


L14 and cervical 


97 


□ 


L14 


L13 and cancer 


262 


□ 


L13 


notch same antibody 


321 




DB=USPT,PGPB; PLUR=YES; OP=ADJ 




□ 


L12 


BLAUMUELLER-CHRISTINE-MARIE! 


4 


□ 


Lll 


ZAGOURAS-PAN A YIOTIS ! 


5 


□ 


L10 


FEHON-RICHARD-GRANT! 


7 


□ 


L9 


ART AV ANI S-TS AKON AS-SP YRIDON ! 


30 


□ 


L8 


ARTAVANIS-TS AKONAS-SPYRIDON ! 


30 




DB=USPT; PLUR=YES; OP=ADJ 




B 


L7 


7118890.pn. 


1 


b 


L6 


6783956.pn. 


1 


E 


L5 


6703491. pn. 


1 


B 


L4 


6703489.pn. 


1 


B 


L3 


6692919.pn. 




B 


L2 


6337287.pn. 




B 


LI 


1 1492497 .pn. 


0 



END OF SEARCH HISTORY 
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FILE 'MEDLINE' ENTERED AT 12:25:22 ON 27 JUL 2007 / ' 

FILE 'BIOSIS' ENTERED AT 12:25:22 ON 27 JUL 2007 
Copyright (c) 2007 The Thomson Corporation 

FILE 'EMBASE' ENTERED AT 12:25:22 ON 27 JUL 2007 
Copyright (c) 2007 Elsevier B.V. All! rights reserved. 

FILE ' SCISEARCH' ENTERED AT 12:25:22 ON 27 JUL 2007 
Copyright (c) 2 007 The Thomson Corporation 

FILE 'DISSABS' ENTERED AT 12:25:22 ON 27 JUL 2007 

COPYRIGHT (C) 2 007 ProQuest Information and Learning Company; All Rights Reserved. 
FILE 1 BIOTECHNO ' ENTERED AT 12:25:22 ON 27 JUL 2007 

COPYRIGHT (C) 2007 Elsevier Science B.V., Amsterdam. All rights reserved. 

=> s notch or tan-1 or hn 

LI 58617 NOTCH OR TAN-1 OR HN 

=> s 11 (s) antibody 

L2 1545 L1(S) ANTIBODY 

= > s 12 (p) (cancer or tumor or malignancy) 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT . WITH 
FIELD CODE - 'AND 1 OPERATOR ASSUMED ' L13 (P) (CANCER ' 
L3 122 L2(P) (CANCER OR TUMOR OR MALIGNANCY) 

=> cancer or malignancy 

CANCER IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of .commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> s cancer or malignancy 

L4 3208067 CANCER OR MALIGNANCY 

=> s 14 (p) 12 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED 1 L27 (P) L13 ' 
L5 65 L4 (P) L2 

=> s 12 (n) monoclonal 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED 1 L8 (A) MONOCLONAL ' 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED ' L9 (A) MONOCLONAL ' 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED ' LI 0 (A) MONOCLONAL ' 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED ' LI 1 (A) MONOCLONAL ' 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED ' LI 2 (A) MONOCLONAL » 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED ' LI 3 (A) MONOCLONAL ' 

L6 731 L2 (N) MONOCLONAL 

=> Sl4(p)16 

SL4(P)L6 IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 



= > s 14 (p) 16 



PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED 'L22(P)L36' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH . 
FIELD CODE - ' AND ' OPERATOR ASSUMED 'L23(P)L37' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED 'L24(P)L38' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED j 1 L25 (P) L39 1 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 



FIELD CODE 



'AND' OPERATOR ASSUMED , L26(P)L40' 



PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 1 AND ' OPERATOR ASSUMED 'L27(P)L41' 



L7 



19 L4 (P) L6 



=> dup rem 17 

PROCESSING COMPLETED FOR L7 

L8 12 DUP REM L7 (7 DUPLICATES REMOVED) 

=> s 18 and py<1992 

2 FILES SEARCHED. . . 
L9 3 L8 AND PY<1992 . 

=> disp 19 ibib abs 1-3 



L9 ANSWER 1 OF 
ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR : 



CORPORATE SOURCE: 



SOURCE 



PUB . COUNTRY : 
DOCUMENT TYPE 

LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



MEDLINE on STN 
90082456 MEDLINE 
PubMed ID: 2512530 

Progesterone receptors in carcinomas of the upper 
aerodigestive tract. 

Berg N J; Colvard D S; Neel H B 3rd; Weiland L H; Spelsberg 
T C 

Department of Otorhinolaryngology , Mayo Graduate School of 
Medicine, Rochester, MN 55905. 

Otolaryngology- -jhead and neck surgery : official journal of 
American Academy of Otolaryngology-Head and Neck Surgery, 
(1989 Nov) Vol. 101, No. 5, pp. 527-36. 
Journal code: 8508176. ISSN: 0194-5998. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
(RESEARCH SUPPORT, NON-U. S. GOV'T) 
English 

Priority Journals 
199001 

Entered STN: 2 8 Mar 1990 
Last Updated on STN: 2 8 Mar 1990 
Entered Medline: 12 Jan 1990 
This study had three major goals: (1) to vigorously verify the presence of 
progesterone receptors in squamous cell carcinoma of the- upper 
aerodigestive tract (HN-SCC) . Antiprogesterone receptor 
monoclonal antibodies revealed a distinct band at 

approximately 12 0 kilodaltons in samples taken from two of four patients 
with HN-SCC. These results illustrate that progesterone 

receptor in HN-SCC has the same molecular weight as progesterone receptor 
in normal human uterus and human breast cancer. Steroid 

specificity and saturability results support the evidence that it is true 
progesterone receptors that are measured and not other receptors or sex 
steroid-binding globulins; (2) to confirm the biochemical function of 
progesterone receptors in HN-SCC by assessing the binding of progesterone 
receptor to acceptor sites on chromosomes in the nucleus; and (3) to 
establish the clinical significance of progesterone receptor measurement. 
Patients with positive assays were more likely to be free of disease a 
mean of 6 months after resection. We used logistic regression to account 
for site of primary disease, grade of tumor, and stage of disease. This 
logistic regression was significant with a p = 0.014. Patients with a 



binding index greater than 2 (19 of 73 patients) were 4.34 times more 
likely to be free of disease tAan patients with negative assays. 
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AB Monoclonal antibody (MAb) E4 8 and its F(ab')2 

fragment, radiolabelled with 1311, were tested for tumour localisation and 
imaging in nude mice bearing a squamous cell carcinoma xenograft line 
derived from a head and neck carcinoma (HNX-HN) or from a vulva 
carcinoma (VX-A431) . MAb IgG or F (ab ') 2 fragments were injected in 
parallel and at day 1, 2, 3 and| 6 or 7, mice were either scanned with a 
gamma camera or dissected for determination of isotope biodistribution. 
In HNX-HN bearing mice, E48 IgG | as well as F(ab')2 showed highly specific 
localisation in tumour tissue. | The mean tumour uptake (n = 4) expressed 
as the percentage of the injected dose per gram of tumour tissue 
(percentage ID/g) of IgG was 11 19% at day 1 and increased to 14.6% at day 
6 whereas percentage ID/g of F(ab')2 was 7.2% at day 1 and decreased 
during subsequent days. Tumour J to blood ratios (T/B) at day 1 were 1.2 
for IgG and 13.6 for F(ab')2 and reached a maximum at day 6 with values of 
6.4 and 54.2 respectively. In VX-A431 bearing mice, only E48 F(ab')2 
showed preferential localisation in tumour tissue. At day 1, Percentage 
ID/g of IgG was 3.7 and T/B was J 0.3, while percentage ID/g of F(ab')2 was 
2.4 and T/B was 3.2. Percentage ID/g decreased after day 1 while T/B 
increased. In these experiment^ no preferential localisation of either 
isotype matched 1251-labelled control IgG or F(ab»)2 was observed. In 
F(ab')2 injected HNX-HN bearing |mice as well as VX-A431 bearing mice, 
tumours could be visualized at day- 1 and 2 without any appreciable ■ 
background activity. With MAb IgG this was also possible in HNX-HN 
bearing mice (but not in VS-A431 bearing mice) but only at day 3 and 6. 
These findings suggest that the J superior tumour to non- tumour ratios 
render the E48 F(ab')2 f ragment jmore qualified for specific targeting of 
radioisotope to tumour xenografts in this experimental setting. 
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AB Desmosomes are adhesive intercellular junctions present in almost all 

epithelia. Epithelial tissues can give rise to carcinomas which constitute 
90% of all human cancers. The primary aim of this study was to 
raise a monoclonal antibody against desmosomal components, more 
specifically the desmosomal glycoprotein 1 (dgl) , and to develop an 
epithelial marker for use in cancer diagnosis. 

This aim has been achieved with the production of 32-2B, a 
monoclonal antibody against dgll which satisfies criteria for use . 
as a pan-epithelial marker. The antibody works in paraffin embedded human 
tissues and might be useful in jcancer diagnosis. It was shown 
that the epitope recognized by the antibody is present in a wide variety 
of tumours and is complementary to a widely used anti-keratin antibody, 
CAM-5.2 as, for example, it rea|cts strongly with squamous cell carcinomas. 
One of the main uses for 32-2B is in distinguishing poorly differentiated 
carcinomas from lymphomas. This! antibody has been tested in a large number 
of tumours and normal tissues. It has now become commercially available 
and is being used in the histopathology departments of several hospitals. 

In experiments to investigate the localization of the epitope 
recognised by 32-2B monoclonal antibody using 

trypsinisation of live MDCK cells, it was found that the epitope is 
membrane protected and is presumably cytoplasmic. The size of the fragment 
bearing the epitope was found to be of 50 kD. Because of the discrepancy 
with previous data from other laboratories which propose a 90 kD for the 
cytoplasmic domain of dgl, another monoclonal antibody 
, 33-3D, was produced, and used in the present study. 33-3D showed the 
same specificity as 32-2B for dgl isolated from bovine epidermal 
desmosomes, using one and two dimensional gel electrophoresis. However, 
33 -3D identified different bands in canine kidney cells and also a 
different sized cytoplasmic fragment. 32-2B and 33-3D also identified 
different bands in human keratihocytes and HN-5 cells, 
indicating that dgl is heterogeneous in different species. There is 
currently controversy about this point in the literature but the results 
presented in this thesis support the view that dgl is heterogeneous. 

In conclusion, there seems j to be more than one molecular form of the 
desmosomal glycoprotein 1 with the same immunological characteristics, but 
the nature of this heterogeneity is not understood. Hypotheses concerning 
the structure of the molecular and the causes for this heterogeneity are 
discussed. 
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This study had three major goals: (1) to vigorously verify the presence of 
progesterone receptors in squamous cell carcinoma of the upper 
aerodigestive tract (HN-SCC) . Antiprogesterone receptor monoclonal 
antibodies revealed a distinct band at approximately 12 0 
kilodaltons in samples taken from two of four patients with HN 
-SCC. These results illustrate! that progesterone receptor in HN-SCC has 
the same molecular weight as progesterone receptor in normal human uterus 
and human breast cancer. Steroid specificity and saturability 
results support the evidence that it is true progesterone receptors that 
are measured and not other receptors or sex steroid-binding globulins; (2) 
to confirm the biochemical function of progesterone receptors in HN-SCC by 
assessing the binding of progesterone receptor to acceptor sites on 
chromosomes in the nucleus; and 1 (3) to establish the clinical significance 
of progesterone receptor measurement. Patients with positive assays were 
more likely to be free of disease a mean of 6 months after resection. We 
used logistic regression to account for site of primary disease, grade of 
tumor, and stage of disease. This logistic regression was significant 
with a p = 0.014. Patients with a binding index greater than 2 (19 of 73 
patients) were 4.34 times, more likely to be free of disease than patients 
with negative assays. 
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The binding of a hyaluronic acid'-binding glycoprotein, hyaluronectin (HN) , 
isolated from human brain, to hyaluronic acid (HA) was investigated with 
the enzyme- linked immunosorbent assay technique using plastic microtest 
plates coated with a 50 mg/liter 1 solution of HA in 0 . 1 M bicarbonate. 
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Optimum conditions for HN binding to HA were in 0.2 M NaCl buffered with 
0.1 M sodium phosphate at pH 7. An assay for HA in solution was set up 
exploiting the fact that HN binding could be inhibited by soluble HA. HA 
was preincubated for 1 h in a test tube with a 30-ng/ml HN solution (v/v) 
in the buffer containing 0.1% bovine serum albumin. Incubation on 
HA-coated microtest plate lasted 4 h and maximum sensitivity was achieved 
when incubation was carried out at 4 degrees C. HN bound to the 
plate was revealed by means of alkaline phosphatase -conjugated anti- 
HN antibodies. The test was used to measure HA 

inhibitory activity after depolymerization by ferrous ions. No difference 
was found between inhibitory activity or smaller fragments and that of 
high-molecular-weight HA. The assay was applied to determination of HA in 
sera. Specificity was demonstrated by Streptomyces hyaluronidase 
digestion of reactive material in sera. Other glycosaminoglycans did not 
interfere with the assay. Recovery of HA was good and intra- and 
interassay variation coefficients were 6 +/- 2.2 and 12%. In 103 blood 
donor sera, HA was found at 22.4 +/- 16.7 micrograms/liter . HA was 
elevated in most of the cancer patient sera tested. 
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AB Tumor-reactive naturally occurring antibodies (NOA) could be readily 
detected in sera of many mouse strains including congenitally athymic 
(nude) and germ free (gf) mice. Mice of the CBA/HN strain, however, were 
found to possess low or undetectable levels of NOA against a wide range of 
tumor cell lines. Genetic studies indicated that the defect in production 
of tumor-reactive NOA in CBA/HN mice was largely determined by 
the absence of an X chromosome -linked gene and is probably similar to the 
known X chromosome defect of this mouse strain in their antibody 
response to thymus -independent antigens. In spite of the low level of 
tumor-reactive NOA, CBA/HN mice do not have a high incidence of 
spontaneous tumors. These findings suggest that if tumor reactive NOA are 
involved in immune surveillance against malignancy they are 
unlikely to act directly in a quantitative manner in the detection and 
elimination of autochthonous tumors. 
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AB Desmosomes are adhesive intercellular junctions present in almost all 

epithelia. Epithelial tissues can give rise to carcinomas which constitute 
90% of all human cancers. The primary aim of this study was to 
raise a monoclonal antibody against desmosomal components, more 
specifically the desmosomal glycoprotein 1 (dgl) , and to develop an 
epithelial marker for use in cancer diagnosis. 

This aim has been achieved with the production of 32-2B, a monoclonal 
antibody against dgl which satisfies criteria for use as a pan-epithelial 
marker. The antibody works in paraffin embedded human tissues and might be 
useful in cancer diagnosis. It was shown that the epitope 
recognized by the antibody is present in a wide variety of tumours and is 
complementary to a widely used anti-keratin antibody, CAM-5.2 as, for 
example, it reacts strongly with squamous cell carcinomas. One of the main 
uses for 32-2B is in distinguishing poorly differentiated carcinomas from 
lymphomas. This antibody has been tested in a large number of tumours and 
normal tissues. It has now become commercially available and is being used 
in the histopathology departments of several hospitals. 

In experiments to investigate the localization of the epitope 
recognised by 32-2B monoclonal antibody using trypsinisation of 
live MDCK cells, it was found that the epitope is membrane protected and 
is presumably cytoplasmic. The size of the fragment bearing the epitope 
was found to be of 50 kD. Because of the discrepancy with previous data 
from other laboratories which propose a 90 kD for the cytoplasmic domain 
of dgl, another monoclonal antibody, 33 -3D, was produced, and 
used in the present study. 33-3D showed the same specificity as 32-2B for 
dgl isolated from bovine epidermal desmosomes, using one and two 
dimensional gel electrophoresis. However, 33-3D identified different bands 
in canine kidney cells and also a different sized cytoplasmic fragment. 
32-2B and 33 -3D also identified different bands in human keratinocytes and 
HN-5 cells, indicating that dgl is heterogeneous in different 
species. There is currently controversy about this point in the literature 
but the results presented in this thesis support the view that dgl is 
heterogeneous . 

In conclusion, there seems to be more than one molecular form of the 
desmosomal glycoprotein 1 with the same immunological characteristics, but 
the nature of this heterogeneity is not understood. Hypotheses concerning 
the structure of the molecular and the causes for this heterogeneity are 
discussed. 
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AB A double antibody enzyme-linked immunosorbent assay (ELISA) was 

developed to quant itate circulating immune complexed IgA (IgA IC) in 

human serum. The serum panel for this study consisted of normal blood 

donors, benign surgery (BS) , head and neck cancer (HN 

) , nasopharyngeal carcinoma (NPC) , lung cancer (LC) , and colon 

cancer (CC) patients. Immune complexes (IC) were isolated from 

these sera by precipitation with 3.5% polyethylene glycol (PEG), washed 



and then redissolved in 0.1 M phosphate-buffered saline pH 7.2. The 

amount of IgA IC present were then quantified using the double 

antibody IgA ELISA. This assay was found to be both sensitive 

(26.0 ng/ml) and reproducible (intra-assay coefficient of variation 

4.0%) . The mean IgA IC for each cancer group tested (HN 

= 11.38 ± 12.54 Kig/ml; NPC =13.36 ± 17.56 >ig/ml ; LC = 17.39 

± 13.04 jig/ml; CC = 26.50 ± 4.60 jj.g/ml) were significantly 

elevated (P = 0.001) over both the normals (5.12 ± 4.09 ng/ml) and 

the benign surgery controls (5.92 ± 5.04 ng/ml) . In addition to 

providing a new tumor marker the presence of high levels of IgA IC in 

cancer patients could provide a source of tumor- specif ic 

antibody as well as antigen and provide reagents to study immune 

regulation in cancer patients. 
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AB A polypeptide of M(r) 26,000 and pi 6.7 that was markedly increased in 
rat livers bearing hyperplastic nodules (HNs) induced by 
chemical carcinogens was identified immunochemically as the subunit of 
neutral glutathione (GSH) transferase (GSHTase; RX glutathione 
R-transferase, EC 2.5.1.18; also called GSH S-transf erase) purified from 
placenta (GSHTase -P) and was demonstrated immunohistochemically to be 
localized in preneoplastic foci and HNs. In the present study, 
GSHTase-P has been purified from the HN-bearing liver, and the 
distribution and inducibility have been examined quantitatively using 
ant i -GSHTase-P antibody. Elevation of GSHTase-P in the 
HN-bearing livers was also confirmed in vitro translation of 
mRNAs isolated from the HN-bearing livers. The purified 
GSHTase-P was homogeneous in size but had two charge isomers on 
two-dimensional gel electrophoresis. In normal tissues, including liver, 
placenta, and fetal liver, the protein content of GSHTase-P was generally 
low but was significantly high in kidney and pancreas. In contrast, the 
amount of GSHTase-P in HN-bearing livers (primary hepatomas) 
and transplantable Morris hepatoma 5123D were several 10-fold higher than 
that in normal liver but were undetectably low in transplantable Yoshida 
ascites hepatoma AH 130. Different from ordinary drug-metabolizing 
enzymes, GSHTase-P was uninducible by administration of drugs and 
carcinogens prior to appearance of the preneoplastic foci and HNs 
. In addition, species specificity of GSHTase-P was low as it was 
crossreactive among rat, hamster, and human. 
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AB we attempted a stochastic study of ***cancer*** risk change in time 
using the follow-up data of the age-adjusted incidence rate (aair) of 

***cancer*** in Japan, which covered 13 neoplasia types of both sexes in 
scope, and ranged from 1975 to 1993 in time. The purpose of our study was 
to test whether or not there was any mathematical regularity that was to 
condition ***cancer*** risk changes in time in all the 13 human 
neoplasia types, we investigated the relation between 2 neoplasias as 
regards log AAIR changes in time by the direct successive elimination 
method of Gauss, a fitness test of a given pair data to an equilibrium 
model. The fitness test was repeated in each of 156 tumor pairs (P(13.2)) 
in both sexes, in each of 3 (x, y) coordinates - the original (x, y) 
coordinates, the rect- (x, y) coordinates and the para- (x, y) 
coordinates. Total number of fitness test in this study was estimated to 
be 156X2X3=936. The rect- (x, y) coordinates and the para- (x, y) 
coordinates were defined each as an (x, y) framework with its x axis 
crossed at a right angle to the regression line of the original log aair 
data, and as another framework with its x axis run in parallel with the 
regression line of the original log AAIR data. The fitness of a given 
tumor to an equilibrium system was assessed in terms of the correlation 
coefficient value r within the range of -1.000 (the oncogene- type 
equilibrium system) to +1.000 (the tumor suppressor gene-type equilibrium 
system). Results obtained are given as follows: i) the positivity rates 
of the fitness test to the oncogene-type equilibrium system and the tumor 
suppressor gene-type system in the male all- ***cancer*** population 
were each 95.5% (149/156 tumor pairs) and 79.5% (124/156 tumor pairs), and 
those in the female all- ***cancer*** population were each 91.0% 
(142/156 tumor pairs) and 83.3% (130/156 tumor pairs). Evidence was 
available to indicate that all of the 13 human neoplasia types of both 
sexes was associated with both oncogene activation and tumor suppressor 
gene inactivation at the level of individual tumors, in other words, 
clearance of both oncogene activation and tumor suppressor gene 
inactivation was the sine qua non premise of carcinogenesis, ii) The 
positivity score profiles of a given tumor (profile-Tike presentation of 
positivity score for each tumorj, for each of 2 ***cancer*** genes and 
for each sex, was highly specific for each of the 26 tumor units (13 
tumors of both sexes; . The presence of a highly specific positivity score 
pattern might be taken as another expression of complex interaction of 2 
***cancer*** genes in carcinogenesis, iii) Evidence was presented to 
suggest that specified interactions of the oncogene-tumor suppressor gene 
complexes of both sexes might be casually related to the emergence of sex 
discrimination of ***cancer*** risk, as testified in a set of tumors 
with both male dominance of ***cancer*** risk and female dominance of 

***cancer*** risk, iv) The significance of one tumor pair that failed to 
show fitness to both the oncogene-type equilibrium system and the tumor 
suppressor gene-type equilibrium system was discussed in terms of 
spacially restricted dissociation of the power center of the oncogene-type 
equilibrium system from that of the tumor suppressor gene-type equilibrium 
system in a given tumor pair. 
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AB Among the various forms of human lung canter, small cell lung 

***cancer*** (SCLC) exhibits a characteristic neuroendocrine (NE) 
phenotype. Neural and NE differentiation in SCLC depend, in part, on the 
action of the basic-helix-loop-helix (bHLH) transcription factor human 
achaete-scute homologue-1 (hASHl) . In nervous system development, the 
Notch signaling pathway is a critical negative regulator of bHLH factors, 
including hASHl, controlling cell fate commitment and differentiation. To 
characterize Notch pathway function in SCLC, we explored the consequences 
of constitutively active Notch signaling in cultured SCLC cells. 
Recombinant adenoviruses mere used to overexpress active forms of Notchl, 
Notch2, or the Notch effector protein human hairy enhancer of split-1 
(HESl) in DMS53 and NCI-H209 SCLC cells. ***Notch*** ***proteins*** 
, but not HESl or control adenoviruses, caused a profound growth arrest, 
associated with a G, cell cycle block. We found up-regulation of 
p21(wafl/cipl) p27(kipl) in concert with the cell cycle changes. Active 

***Notch*** ***proteins*** also led to dramatic reduction in hASHl 
expression, as well as marked activation of phosphorylated extracellular 
signal -regulated kinase (ERK)l and ERK2, findings that have been shown to 
be associated with cell cycle arrest in SCLC cells. These data suggest 
that the previously described function of ***Notch*** ***proteins*** 
as proto-oncogenes is highly context-dependent. Notch activation, in the 
setting of a highly proliferative hASHl-dependent NE neoplasm, can be 
associated with growth arrest and apparent reduction in neoplastic 
potential. 
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Current opinion in pharmacology, (2007 Jun) vol 
pp. 303-9. Electronic Publication: 2007-05-01. 
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Journal; Article; (journal article) 
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The ***Notch*** pathway represents a highly conserved signaling 
network, which is critical to both embryonic skeletal muscle formation and 
regeneration in the adult, in addition to skeletal muscle, ***Notch*** 
also regulates the formation and maintenance of various organ systems, 
such as brain, blood and intestine, in evolutionary distinct vertebrate 
and invertebrate species. The ***Notch*** network 'cross talks' with 
all. other key cell -fate determinants, such as the wnt (wingless), 
TGF-beta/BMP, Hh and RTK/ ***Ras*** pathways. Hence, modulating the 
intensity of ***Notch*** resonates through multiple regulatory 
circuitries, and exerts profound effects on cell behaviour. Therefore, 
various approaches to the targeted manipulation of ***Notch*** have 
been developed (e.g. genetic constructs, ***anti bodies*** , RNA 
interference, receptor decoys and gamma- ***secretase*** inhibitors). 
These tools might be used to broaden our understanding of this pathway in 
regulating responses of embryonic and adult stem cell subsets, and to 
develop therapeutic approaches against ***Notch*** -based diseases 
(e.g. Alzheimer's, Alagille Syndrome, various ***cancers*** and other 
disease states). 
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To establish pancreatic ***cancer*** in mice, dimethyl benzanthracene 
(DMBA) was administered into mice pancreata. The formation of tubular 
complex lesions was found in the pancreatic sections from 2 weeks after 
DMBA treatment. Abnormal tubular complex formations with ductal 
metaplasia were found from 1 month after the administration. By 3 months 
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after dmba injection into the pancreas, 6 of 10 mice showed visually 
recognizable tumors with precursor lesions of various types of cell 
atypia. In contrast, there were no visually or histologically detectable 
tumors in the placebo-treated animals. The expression profiles of smad 4, 
cyclin Dl and p53 in the DMBA-induced tumors were similar to those of 
human pancreatic ***cancer*** , suggesting that this would be a useful 
mouse model for studying the morphological and molecular mechanisms 
involved in pancreatic carcinogenesis, immunohistochemical study using 
specific ***antibodies*** revealed that ***Notch*** -1 and Hes-1 
were expressed in lesions ranging from tubular complexes to carcinoma in 
these chemically induced pancreatic tumors. Semiquantitative reverse 
transcription-polymerase chain reaction with microdissection demonstrated 
that ***Notcn*** -1 expression was continuous from precursor lesions to 
carcinoma cells, whereas Pdx-1 expression was attenuated in carcinoma 
cells compared to precursor lesions, in addition, inhibition of the 

***Notch*** signaling pathway by the gamma- ***secretase*** inhibitor 
N-(N-[3,5-difluorophenacetyl]-L-alanyl)-S-phenylglycine t-butyl ester 
reduced pancreatic ***cancer*** cell growth. Therefore, ***Notch*** 
signaling is required to form the tubular complexes and its continuous ' 
activation might lead to the transition from tubular complexes to 
premalignant or malignant lesions and carcinoma cell development in the 
pancreas. 
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AB The ***Notch*** pathway represents a highly conserved signaling 

network, which is critical to both embryonic skeletal muscle formation and 
regeneration in the adult. In addition to skeletal muscle, ***Notch*** 
also regulates the formation and maintenance of various organ systems, 
such as brain, blood and intestine, in evolutionary distinct vertebrate 
and invertebrate species. The ***Notch*** network 'cross talks 1 with 
all other key cell -fate determinants, such as the wnt (wingless), 
TGF-. beta. /BMP, Hh and RTK/ ***Ras*** pathways. Hence, modulating the 
intensity of ***Notch*** resonates through multiple regulatory 
circuitries, and exerts profound effects on cell behaviour. Therefore, 
various approaches to the targeted manipulation of ***Notch*** have 
been developed (e.g. genetic constructs, ***anti bodies*** , RNA 
interference, receptor decoys and .gamma.- ***secretase*** inhibitors). 
These tools might be used to broaden our understanding of this pathway in 
regulating responses of embryonic and adult stem cell subsets, and to 
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develop therapeutic approaches against ***Notch*** -based diseases 
(e.g. Alzheimer's, Alagille Syndrome, various ***cancers*** and other 
disease states). .COPYRGT. 2007 Elsevier Ltd. All rights reserved. 
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ab To establish pancreatic ***cancer*** in mice, dimethyl benzanthracene 
(dmba) was administered into mice pancreata. The formation of tubular 
complex lesions was found in the pancreatic sections from 2. weeks after 
DMBA treatment. Abnormal tubular complex formations with ductal 
metaplasia were found from 1. month after the administration. By 3. months 
after dmba injection into the pancreas, 6 of 10 mice showed visually 
recognizable tumors with precursor lesions of various types of cell 
atypia. in contrast, there were no visually or histologically detectable 
tumors in the placebo-treated animals. The expression profiles of smad 4, 
cyclin Dl and p53 in the DMBA-induced tumors were similar to those of 
human pancreatic ***cancer*** , suggesting that this would be a useful 
mouse model for studying the morphological and molecular mechanisms 
involved in pancreatic carcinogenesis, immunohistochemical study using 
specific ***anti bodies*** revealed that ***Notch*** -1 and Hes-1 
were expressed in lesions ranging from tubular complexes to carcinoma in 
these chemically induced pancreatic tumors. Semiquantitative reverse 
transcription-polymerase chain reaction with microdissection demonstrated 
that ***Notch*** -1 expression was continuous from precursor lesions to 
carcinoma cells, whereas Pdx-1 expression was attenuated in carcinoma 
cells compared to precursor lesions. In addition, inhibition of the 

***Notch*** signaling pathway by the .gamma.- ***secretase*** 
inhibitor N-(N-[3,5-difluorophenacetyl]-l-alanyl)- S-phenylglycine t-butyl 
ester reduced pancreatic ***cancer*** cell growth. Therefore, 

***Notch*** signaling is required to form the tubular complexes and its 
continuous activation might lead to the transition from tubular complexes 
to premalignant or malignant lesions and carcinoma cell development in the 
pancreas. .COPYRGT. 2006 Japanese ***cancer*** Association. 
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